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(57) Abstract 

An isoxazole derivative represented by general formula ( I), a salt thereof, a process f r the production thereof, an inhibitor 
tor lipoxygenase and cyclooxygenase containing an effective dose of the derivative and a pharmaceutical carrier, and a method of 
inhibiting lipoxygenase and cyclooxygenase by administering the derivative to a patient In formula (1) R and R' may be the 
same or different from each other and each represents hydrogen, lower alkyl, lower alkoxy or halogen; m represents 0 1 5- 
t^^S'^xt ?. direCt b °" d A B Tl sentS - C (- Z >- N H-. -C(=Z)-(CH =CH) r or -CH-CH-, wherein Z represl 
5™ TCL 11 X \ Bnd ' 5?P resen Jf 0 «f 2; X represents nitrogen or carb n; n represents 0 1 3; and Y represents hy. 
droxy.l wer alkoxy, lower alkoxycarbonyl xy, etc.; pr vided that m represents 1 to 5 when A represents -NH-. 
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20 >»nis*"eRiStt*Wfcaiit^*o 
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<Kjsig5£ (x) > 



(22) 




[5*4^ Rs R'Rtfm'liifiEfcllbo ] 
10 -«5S (2 2) T^S ti«ft6tt«*gifi % 

i^C$-l*-SC:ifcJ;*) s -$5$ (2 6) X&%tlZit& 

^LT(i N -«5fc (2 2) ©fc*fclc»U ffit^^Sm^ 
20 ^€)»H©»jSaa^*»5H RJ&tfMtt 1 ~ 6 tfPdJIIK-C 

fltjIBRJSXS^: (ii) - (iv) TmntlT&RZtlZ 
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— J&!5£ C4) (6) T"^£ftS{b&«3fcU WitfT 

SSOSJSim^: (xi) tc^^Sgit"T5 t-So 
<RjSlg5£ Cxi) > 



(14) 



GJM 




HJM 



10 




° (CHaJrt-COaH 
(24) 




(25) 



(Gli) 

±fHRSXgS; (viii) <D BXmtmtikft** i/ 
#&{citii;TfT9 cifcj;*)-^ (9) T?g*ti£ft:& 

20 mznzo 

(HID 
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®t&fc*itzz±K±io. (2 4) 

Htli, > 'J f- V A N n - 7* A, \) * *? A x 

s e c-y^;l/Uf">A N t e r t-^f il/'J^CA^i 

*^ti5o SJStt-fisa; (9) ©ffcfcfcfctfL* 7 >u 
l ~2»3*a*B^ 0 * t < ttax* r> 

fc»ff-r«o Rjsaar*- 2 ot!~aas*-e*»K kjs 

i^FItt 7;l/*;l/ 'J f •> AXtt 7 x - ^ 'J f- ^ i©Rj5c 
l~2B#B8@g > Bfc*tt&®£j&£0. 5~2NfHB8K 

20 ( I ig) 

±§ESJ£IM5£ (viii) ©Dll-Cilr^iXf^fbO 
#&£^®fclT-«S:3S; (2 5) tiZit&VaZmZo 
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**u *s*sx^s: Cxi) -e'&ztit:— msx, (24)i 

(2 5) -em£nZ>it&%Blt. RJEIiS (viii) 

15 h y £ A^©&igg«>:Rl&£-fr «fOft*^jDO^fei:i 
ifItLtli> 0Jx.tf N gaffl* *f*£!U tfcffSU 
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8k &£!;:£ CTfg£ftk MlftftU JIIKAk *6*U *gg* 
Itflk #7*;U3J^£Si*i*S * e *© 

®7^<n fl*ttk JKJ&8]£ Ltl^ ftflk mt± 

. h y * a, :/ K*au ?>-f>^ mm****; a, u 

>>^>^x -i?7f # ;u ** * -> y * ;n? ;b n - x N t 
K o ^ i/ •/ n f ;Hr ;U □ - x N h Ko + i/^o f;^^- 

15 y vyk-k a n # y tf-/i/ tro y kx?* x 0fift3!l& 

y # a, 7f7'j>tt;yijtij f\ zimmz, man 

£ LT\tmn* . XfT'J >it N *£Bl>s ^ijxf 
20 l/>^y ^^^pjt LTIifil, 
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EDTA, f-*^y n-;H£. f^M****** bti5. 
^^r^^^Jt LTtt^S^D*^ > N &&y K * 
15 ^IfbtlZo 

7 U > N ***** ftl&ft h U^U*5-f K#£> 
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FC1/JK«/00571 



* U -A, y;K /*-x h ft tttfnJ- titfA^o 

Jfc 13 © & & # m $ ^ * fc G £ $ ft * -5 £ * % m i t & tt 
©fifcU Cft£iIJ8-f ^£M<D&#£ J; *} ^lWi-e©5HJ 

15 5 0 0 m g N ^jTttift 5 ~ 1 0 0 0 mgit5O^I$ 

50 0 0mg > $F£L<l*jS&l~1000mg <fc *fti*£ 
IF* C^ 0 
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<mmmi > 

3, 4-fcTX (4-^ ^'>7i-^) >fVt4t'/- 
5 JV- 5 1 g £&*It- h7tKD77V20mUi 

- 3 - (3 - i-JVT I J zfu t°;l>) *fr#*J4 K 
9 0 5 mg, 1, 3-^T';'jy>-2-f^>422 

mgzmz.^ mweimm&wifco o - r % ; -? * j - 

10 *3 8 6mg0fh5kKo75 1 0 m 1 ^Jfl^ N 

$ &K2 4Nf^«^L^ 0 5JS^*SKif;M 0 m 1 *e 
*HU &fim®7jc&:J- b V *A7jc&J£ (3 Om 1 x 5E) 

is * y n u*j\,&) vmmt^ *iset<Dft^ft 

1£7 7 Omg (JE»6 1%) #fco 

L H-NMR (DMSO-de ) 8 : 
3.76 (s, 6H), 3.99 (s. 2E), 6.91-7.82 (m, 12H). 
20 9. 54 Cbr.s, 1H). 9.87 (br. s, 1H) 
<nMM2 ~3 > 
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-^2 o m ncisa u vm* v u * a 5 . 9g 

L g«x.f-;U 8 0ml ICTttffl L> 1N- 

£$2 0m U *2 0m 1 TJI&ife&Lfco MtKHKv^ 
5 * i^nt^g^ MJET^I&L. 5 - (2 - b Kn* •> 
x*;U) - 3, 4-fc*X (4-^ h + i/7xi^) ^fvt 
*W-)l%4. 5 g (JR^9 8*0 &fco 
(SJSlg^: ( i ) ) 5 - (2 - b Kd* i/xf;l/) - 3, 
4 - b* x (4-y h*'>7i-;l/) vt*t!/-;l/9 6 
10 6 m g , 3 , 4 - b*X ( 2 - * h * h * * h * ->) 
*-fk»l. 16g0^ii{fc^.f l/>§«2 0mll:, 
4 - ^ * ;l/ T $ J b" >J 5> > 6 0 m g R tf i? i/ ? o /\ 4- *> 
foiiA,#*J4 5 Kl. 0 g£Jfl;i. MfiT3^F^m^L^ 0 

- (^do*U:^;-A-10:1) -Cti»®!L^: 0 
L. p-b^.x>x;l/*>$3 0 0mg£;DD>U M&T 1 

1) -?*»§S!L. *lXISltcDfl:&tt4£l. 1 g (JKsp7 
6 96) nt: 
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<mmm 5 > 

(Eli) 4 T^fc 5 - (2 - t KD*j^xf^) 

- 3, 4 - fcf X (4 - ^ h * S/ 7 xX/U) -f V 

5 >f5 K6 0 0 mgO^f h?b Kn7 5 15ml 

0. 6 2 m 1 £fln;U 2 0 . 5H!BI«#Lfco RjSftfcS* 
ji^;1,x-t-;H 5 0m 1 £tin;?.Ttttij U *30mlT 

: M*x*/1,= 2:1) -CJRfiL^ 7^;M5 K# 

1. 5 g£#fco 

(Fig) c©7*/u-r s k#i. 5g*x^y-;H5 

m 1 IC^S Ls t 1 65mg*JP^.s Ifi 

15 T40. 5*H«#Lfc 0 fflft**«*U x*y-* 
1 Om ltfftjUv Mt^*TiSlffTiailN S/iJ* 
y^/^7AM?K77-f - (2 0>([^;--'l'/^a 
o*;l/A) -effSSL. 5- (2-7;;xf;b) -3, 4 

20 6 0 0 mg (JR2£4 6 %) 

(ECJfolg^ (ii) ) 5 - (2-75;ifJb) - 3, 4 
- t: X (4 - * h^5/7x-^) >fyt+t'/-^6 0 0 
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m g x ti 7 x -m 3 3 4 m g <D|£i£N, N - i? J * jl * jl 
A 7 5 K 1 0m 1 ^tl: 1 - b Ko + '>^>'/h 'J 7 \/ - 
^3 0 0mg, $> * o -\ + •> ;|/ # ,t, # j * K 4 5 8 

TflfSIL* !&l^i2«*0<fb£$l5£8 8 Omg (IR^69 
10 <HM 6 ~ 1 4 > 

1 4 Lfce 

it&%} 9 £ <fc 1 1 ~ 1 4 © ! H - NMROf- 

15 *{fc&$f9 1 H-NMR (CDCI3 ) 5 : 

3-03 (t, 2H), 3.70 (q, 2fl), 3.78 (s, 6H). 3.90 (s, 
3H), 5.92 (m. IE), 6.00 (br. , 1H), 6.18 (d, 1H), 6. 
80-7.40 (m, 11H), 7.48 (d, 1H) 
*4t&Val 1 ! H-NMR (CDC1 3 ) 6 : 
20 3.10 Ct, 2H). 3.78 (q. 2H), 3.79 (s, 3H). 3.81 (s. 
3H). 3.94 (s, 3H), 5.90 (br. , 1H), 6.32 (br. , 1H), 
6. 80-7. 40 (m, 11H) 
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*fc£$fl 2 * H — N M R (DMS0-d ( ) 6 : 

2.90 (t, 2H), 3.41 (q. 2H). 3.75 (s, 3H). 3.76 (s, 
3H), 3.80 (s, 3H). 5. 98 (d, 1H), 6. 70-7.30 (m. 14H), 
8.21 (t, 1H) 

5 *<t£t®ll 3 ^H-NMR (DMSO-dfi) S : 

2.98 (t, 2E), 3.50 (q, 2H), 3.83 (s, 3H), 3.85 (s, 
3H), 3.90 (s, 6H), 6.08 (d, 1H), 6. 86-7. 40 (m, 13H), 
8.34 (t, 1H), 8.74 (s, 1H) 
*{fc^il4 1 H- NMR (C DC1 3 ) $ : 
10 3. 00 (t, 2H). 3.70 (q, 2H), 3.77 (s, 6H). 3.78 (s, 
6H), 5.76 (d, IE), 6.00 (t, 1H). 6.10 (s, 2H), 6.80 
-7.40 Cm, 11H), 7.98 (s, 1H) 

<mmm 1 5 > ' 

15 77>100ml fci£jS?U m%&m%T. 1 0°C&T*? 
1. 6 ^;i/©n-^f;l/'Jf')A4 9 m 1 *ITLfco 1 

4 0ml i&1fc%iMT U 1. 5&M&Wliz 0 :c«C 
»»*3 0ml*a^ IflTll. 5^HS#Lfc 0 1^ 
20 &i^;l/2 OOmUJax., *50ml T3lslife#^ & 



WO 92/19604 



PCT/JP92/00571 



41 

*4t&®l3 ^H-NMR (DMSO-de ) 6 : 
3.76 (s. 6fl), 3.99 {s, 2H), 6.91-7.38 (i, 9H), 
5 7. 71-8. 35 (m, 3H). 10.84 (s, 1H) 
<flS60)J4 > 

(All) tert- 7 J-Jl430ml$lz^ 7**1/ 7 
-V0128g, # U £ A tert- 7 h * K 6 7 . 3 g 

10 7 0T!K:T3 1*H**Lfc. KJSA*ttCn 

-^*-*>&fln*.. ISTttiLfc. WtU^^it^Ls ft 
ixf ;H 0 0 Om 1 i3 N-«SS3 0 Om 1 ^Joitg 

15 ^aJlS-^jET^fil U / 4, 5-lfx (4-^ h 

* -> 7 ^ - ;b ) - 5- t^V-3-^>r;x- h £ Ml # 
^lcbLT153g (JR^9 0 %) *§fc 0 
(Big) 4, 5-lf* (4-^ h + ->7i-;t) 

-5-^+V-3-^>f 7x-h2 4. 5 g&Cf£I* t 

20 Ko + j/A75>51. 5g^^;-;i/ 650mlSO' 

^7 2 111101^^, izusrumtkmmLizo 
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fc-£T#HJ LTJn^fco * * y 

if > = 1 : 4) KT#8llti& U 5-kKot-> 

^ $ y - 4 , 5- trx (4-^ h + >'7x-;i/) -3--* 

>f;i- bzmvtyot lt2 3 g c»r^9 o*o 

(CIg) 5 - k Kn*->* 5 ,/ - 4. 5 - 

10 (4-/^ > >7x-;l') - 3-^>f;x-h3. 7 g 
*Si4 0ml*> SfD/<;l'K47Kftf 0. 4g©3?£ 
Ts 6 0ti:T2 4 *R!ln£kff# L 

H&iSU flsI&JL*-* : n -s\3rV > = 1 : 2) CT^HI 
SLx 5-^ h + S^*;P# — /U/f-/l/-3. 4 - fcf x (4 
h + ^7i-*) Vt + ty-Jl'ia. 3g (K* 
20 9 0 %) #fc Q 

(Dig) 5 Ht5'j&;1>jK-;U* 3. 4 -If* 

( 4 - * ^v'7i-/l') Vt + t7-^5 g^^^ 



47 

x^;U= 4 : 1 ) T*jf$S! U 5-^od^*-3, 4 - 
(JK$3 2 £&fc 0 
5 -HO -f V**^y-^l g^^^y-;U3 Om 1 fc?§i?U 

7 >*^.7^3 o m i ^jdk.. 3 mm-mmmm i ti 0 m& 

&s ^ETgiL, 4N«/lWx*>U*a];L*tt£ U 

TKlOOml-cJfitBL^o *miz.*M<tfj U *A£Jn;L7 
**'^ttHs ffiifAl 00mlT2IsIfl&£f3L}t o W 

5 -7 $ J t f>fr- 3. 4 - Ifx (4 - y h 

>1 Oml i:ii!?L x 5 - (4 h*5/:ch*$/ 
* h * *> - 3 ' - ^ F*i/7xz;i/) - 2, 4 - ^ > * 
15 i;*;l/!j(>|4 5 0nig, V *s 9 u *\ * >/ % i\, # *j 4 
S K 3 6 0 m g . 4-»^f^7Wb , iJi?>50iiig^ 

in** mtk 1 4*ms#i-*:. ffttfifctt*** 

(0-0. 5 ^ y -fr/t u n*;UiO T^^L^o 
20 # &*ifcait*y ^ y -^2 Om 1 fc«Fj|PLs p-h;Uoi 
>X >® 1 0 m g 4Jd*.x MTfc 2 4 Bfrlfflit# Lfc 0 
MET^IS L > J -)l\zx&&{cl^ HI* Gtl Oft 
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&m 1 5*6 0 Omg (JR^3 9%) *§fc 0 
<HJfe#(16> 

6 ^H-NMR (CD CI 3 ) 6 : 
3.80 (s r 3H), 3.83 (s. 3H), 3.93 (s, 6H), 4.68 (d, 
2H), 5.66 (s, 1H). 5. 88-5.95 (m, 2H), 6. 69-7.43 (m, 
13H) 

10 <HHH17> 

5 > 5 0 m 1 L% It#S^T% Ottl. 6?^ 

©n-'^f^ijfn28ml *»TLfc. 3 0 M 
&y**frWL2. 4 gOx h 7 t Ko 7 5 > 2 0 m 1 »ft 

1 N h U * 0mI-C2lHltttHU* 

mzm&m-en&t itz&^ loomi-eitB 

20 TSiLfco ^i^^ *y -;l/8 Om 1 lc*f*U MMM 
ft****.* IST1 2«HIS#L*:flU ^*»ETg 
*Lfc«'M*»»x*>H 0 0ml Jc^j^Ls ttft&ll 



m/jryz/uud/i 
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h U * AtJ<?§& 5 0 m U SSfD^^TK 5 0ml T8fc 

a) -eJISlfco - 7 8T\ g&gffl^T, ^f;Mf 

5 X - h 0 . 4 6ml OKIf F5b K n 7 5 > 

ttl 5 m MCI. 6*AOn-rf A/iJf !>A2. 8ml 

'JK^HA^D?^?:^ - ( £ d □ * ;U A ) 

10 77 >i$5ml*STLt B 

Om 1 TffltfJU 1 N-£»l 0 m U * 
lOmls ttft^RTKX^- b U "7 AtK^^ 1 0 m U zK 
1 0m U fi&fU:&i£;>Kl 0m 1 <Di|-e»»U fcAttflfc-? 

15 ^*^«>ATfi&iiLfco Bi*f**iET«*u nm 

*fV*rJU*5J*9nvbr57 4- (*on*;i/A) 
TfS^L^o H5)nfcSi2. lg®7h7tFn7 7 > 
10ml h'jni78gOf h7tKa 

7^>mmi 6m 1 tc-1 5*CTtD^s 30#P£|SI&&-e 
20 3, 4-5> (x h * S/ ji, s/ ) ^ 

>X7;UxhKl. 0gO7h7tFn77>|[|l0 
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ets*Lx mm* *s V * f A>* 5 J* 9. u b if 5 7 4 - 

^iE$0fl:£#l 7*2. 6g(JRsS£2 0fcO #fc 0 
ft£$Jl7© ^-NMROx-^^i^TlC^to 
5 *ft&$Jl 7 ! H-NMR (CDCls ) 8 : 

1.39 (t, 3H), 1.40 (t, 3H), 2.08 Cm, 2H), 2.70 (t, 
2H), 2.80 (t, 2H), 3.79 (s, 3H). 3.80 Is, 3E), 4.30 
(Q. 2H), 4.32 (a, 2H), 6.60 (d, 1H), 6.80-7. 50 (m, 

12H) 

io <mmmi 8~i 9 > 

1 9 ££j£Lfc 0 

15 8 1 H-NMR(CDC1 3 )5: 

1.40 (t, 3H), 2.10 (m. 2H), 2.22 (s. 6H), 2.70 (t. 
2H), 2.82 (t, 2H), 3.79 (s. 3H), 3.80 (s, 3H). 4.32 
(q, 2H), 6.60 (d. 1H). 6.80-7.42 (m, 11H) 

*{fc<&$tl 9 — NMR (CD CI 3 ) 6 : 

20 2. 08 (m, 2H), 2.66 (t. 2H), 2.80 (t, 2H), 3.78 (s, 
3H), 3.80 (s. 3H), 6.00 (s, 2H), 6.50 (d. 1H), 6.72 
-7.42 Cm. 12H) 
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<&mm 2 o ~ 2 i > 

* 3 "*R*ffl^T*l*fca«*fl5a*2 0Rtf2 1** 
5 fb&% 2 0 2 1 © ^-NMROf-^^PJTl: 

*{fc&$J2 0 ^-NMRCCDCl, 

1.39 (t. 3H), 1.40 (t. 3H), 3.12 (s, 4H), 3.78 (s, 
3fl). 3.81 (s, 3H), 4.35 <q. 2H), 4.36 (q, 2H), 6.68 

10 (d, 1H). 6. 79-7. 50 (m. 12H) 

*ft&$l2 1 *H-NMR (CDC1 3 ) 6 : 

1.40 (t, 3H). 3.12 (s, 4H). 3.79 (s, 3H), 3.82 (s. 
3H), 3.90 (s, 81). 4.32 (q, 2H). 6.66 (d. 1H), 6.80 

-7.52 On. 12H) 

15 <mmm2 2> 

1 Om 1 fcfcffU KftTt oyu^^i^^o. 2mU 

80ml ^*u ^an£7X2 0 m 1 mfcm 

1 ^iE©©ft£$F2 2£5 6 Omg (JK^ 9 6%) #fc 0 
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2 2 1 H-NMR(CDC1»)5: 
1.38 (t, 6H), 3.06 (m, 2H), 3. 69-3. 74 (m, 2H), 3.7 
7 (s, 3H), 3.79 (s. 3H). 4.33 (dd, 4fi), 6.00 (m. 1H), 
5 6. 20 (d, Iff). 6.81-7.53 (m, 12H) 
<JEtt9T2 3-3 3 > 
MH2 2 £MfiMc LTSfll at*tft^tlr2 3-33 
t fc 0 

<t&%l2 3-2 5. *J;ffft£»2 7-33© X H-N 
10 MROf-^^PiTCSto 

*{b^t2 3 1 H-NMR (CDC1 3 ) 5 : 

1.40 (t, 3H), 3.08 (t, 2H), 3.72 (q. 2H), 3.78 (s, 
3H), 3.79 (s. 3H). 3.90 Cs, 3H), 4.28 (q, 2H), 6.01 
(t. 1H). 6.22 Cd, 1H), 6. 79-7. 60 On, 12H) 
15 =Mfc&#24 1 H-NMR (CDC1 3 ) 8 : 

1.34 (t. 3H), 3.06 (a, 2H), 3.74 (m, 2H), 3.79 (s, 
3H), 3.80 (s. 3H). 3.88 (s, 6H), 4.32 (dd. 2H), 
5.94 (m, 1H), 6.25 (d. 1H) 6.73 (s, 2H). 6.85-7.39 
On. 8H), 7.50 (d, 1H) 
20 *{b£#2 5 ^H-NMR (CDCU ) 6 : 

1.38 (t, 3H), 3.02 (t, 2H). 3.68 (q. 2H). 3.78 (s. 
3H), 3.81 (s, 3H), 3.88 (s, 3H), 4.28 (q. 2H), 5.90 
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(d. 1H), 6.00 (t. lfl), 6.68-7.40 On. 14H) 
=Mfc&%2 7 ^H-NMR (CD CI 3 ) 8 : 

1.40 (t, 3H). 3.00 (t, 2H). 3.70 (q, 2H), 3.79 (s, 
3H), 3.81 (s, 3H), 3.86 <s, 6H), 4.30 (q, 2H), 5.78 
5 Ct, 1H). 5.80 (d. 1H) 6.42 (s. 2H). 6. 78-7. 40 (m, 1 
1H) 

*^t^2 8 ! H-NMR (C DC1 3 ) 6 : 

1.55 (t, 3H), 3.80 (s, 3H). 3.83 (s, 3H), 3.89 (s. 
3H), 4.32 (dd, 2H), 5. 92-5. 97 (m, 2H). 6.68 (d, 2H). 
10 6. 72-7. 42 (m, 14B) 

*ft£%29 ^H-NMR (CDC1 3 ) 6 : 

1.39 (t, 3H), 3.80 (s, 3H). 3.83 (s. 3H), 3.88 (s, 
6H), 4.32 (dd, 2H), 4.68 (d, 2H), 5.95 (d, lfl), 
6.03 On, lfl), 6.68-7.42 On, 13H) 
15 *lb^§3 0 *H - N M R (DMSO — ds ) 6 : 

2.89 (t. 3fl). 3.42 (q. 2H), 3.69 (s, 3H), 3.73 (s, 
3H), 3.75 (s, 3H). 3.80 (s, 6H), 4.50 (s. 2fl). 6.08 
(d, lfl), 6. 80-7.30 (i, 12fl), 8.31 (t, 1H) 
*1t£®S 1 *H-NMR (CDC1 3 ) 8 : 
0.90 (t. 3fl), 1.24-1.50 On. 6H).1.74 (t, 2H). 3.00 
(t, 2H), 3.70 (q, 2fl), 3.79 (s, 3H)." 3.81 (s, 3H). 
3.88 (s, 6H). 4.24 (t. 2H). 5.88 (d, 1H), 



20 
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6.00 (t, 1H), 6. 68-7. 40 Cm, 13H) 
*ft£-$l32 *H-NMR (CDCU ) S : 

0.98 (s, 3H). 1.01 (s, 3H), 1.99-2.01 (m, lfl), 
3.04 (m, 2H), 3.68-3. 75 (m, 2H), 3.80 (s, 3H), 3.82 
5 (s, 3H), 3.87 (s, 6fl), 4. 05 (d, 2H), 5.86-5.91 (m, 
2fi). 6.69-7.40 (m, 13H) 
*{fc^i3 3 ^H-NMR (CDCls ) & : 

2.34 (s, 3H), 3.04 Cm, 2H), 3. 68-3.75 (m. 2H). 
3.80 (s, 3H), 3.82 (s. 3H). 3.86 (s, 6H), 5.83-5.91 
10 (m, 2H), 6. 68-7. 40 On, 13H) 

<mmm3 4 > 

*>>9 4mg N 4 - 5* y ^;U7 $ J b° U i> > 7 8 m g £Jn 
15 ^^T&^TfcN, N " - ? n 'S* 

>f $ Kl32m£*Jni x 2 B&a«#lfc 0 #rtfiil£ffi3K 
U gfcI*Ji*;UTftlK Si^f 
;l/7 Om 1 Tf&^U 7K1 5 m 1 &7k«fc&v^ 

20 7A^o?h/7 7-f- (^0D<i!;l/A : ^;-4/=l 

5 : i) KxmmLtLo mztitz&ik®mznmx.*ji, 5 

m 1 K?gJ5?U *#T4 NM-Sfxf^t2 0 m 1 
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211ms (JR^8 0%) mtL 0 

<mmm 3 5 - 3 1 > 
5 ^j£0j3 4 tmmt ltii iti^-r 3 5-37 

*ft&$l3 6 ^H-NMR (CDCI3 ) 6 : 
D 3. 00-3.04 (m. 2H). 3.06 (s. 6H), 3. 67-3. 70 (m. 2H), 
3.79 (s. 3H), 3.81 (s, 3H), 3.81 (s, 6H). 5.82 Cd. 
1H), 6.12 (m. 1H), 6. 58-7. 38 (m, 15H), 8.06-8.10 (m. 
2H) 

*ft^to'3 7 ^H-NMR (CDCl 3 ) 6 : 
i 3.04 (m. 2H). 3. 68-3.75 (m, 2H), 3.79 (s, 3H), 
3.82 (s, 3D. 3.85 (s, 6H), 5.92 (d, 1H), 6.04 (m. 
1H), 6. 73-7. 48 Cm, 14H), 8. 45-8. 49 (m. 1H). 8.84-8.8 
5 (■. 1H), 9.42 (s. 1H) 

<^mm 3 8 > 

MMm 1 7 ■dSfcib^te 17O9"5 8 0 0 mg^^; 
fh7k Fd77>, * (4 : 3 : 1) CDM&m^ 



WO 92/19604 



PCT/JP92/00571 



56 

®m&L1z 0 Ztfo&&UETmm&, 7jc 3 0m 1 £flD;U 
mmUKTWt& (pH = 5. 0) ils Sixf^lOO 

5 ^ - (^dd*;1/A:^;-^ s 15 : 1) t^SLs 
* 1 ^fB«©<ffc£^ 38£487mg (JR^ 8 2%) ^fco 
<&ttfl3 9~42> 

3 8 ihl^^lic LTS£l^K:^-rft£$r3 9-42 

10 ^^®39~410 1 H-NMR©f*-^ *PJLTlZ7x1r 0 
■*fc&®3 9 ^H-NMR (CDC1 3 ) 6 : 

2.04-2.15 On. 2H), 2.70-2.75 (m, 2H), 2.81-2.87 (m, 
2H), 3.80 (s. 3H), 3.81 (s, 3H), 3.93 (s, 6H), 5.81 
(s, 1H), 6.55 (d, 1H), 6. 79-7. 45 (m, 11H) 
15 *ft£%4 0 ^H-NMR (CDCI3 ) d : 

2.09 (m, 3H), 2.26 (s, 6H), 2.69 (m, 2H), 2.83 (m. 
2H). 3.80 (s, 3H). 3.80 (s, 3H), 5.08 (s, 1H), 6.54 

1 

(d, 1H), 6.80-7.43 (m, HE) 
*ft^»41 1 H~NMR (C DC1 3 ) d : 
20 3. 10 (s, 4H), 3.79 (s. 3H), 3.82 (s, 3H), 3.92 (s, 
3H), 5.90 (s, 1H). 6.60 (d, 1H), 6. 80-7. 52 (m, 12H) 

<mmm4 3 - 4 4 > 
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5 7 

mmm 3 8 -entLit&mz 8 xmm 2 2 tmm 

*ft£%43 *H — N M R (CDCI3 ) 5 : 
5 2.08 (q, 2H), 2.29 (s. 3fl), 2.30 (s. 3H). 2.69 Ct, 
2H). 2.82 (t. 2H). 3.77 (s. 3H), 3.78 (s, 3fl), 6.58 
(d, 1H), 6.80-7. 42 (m. 12H) 
*ft^^44 ^H-NMR (CDC1 3 ) 6 : 
1.38 (t, 12H), 2.08 (q, 2H). 2.70 (t, 2H), 2.84 (t, 
10 2H), 3.79 (s. 3H), 3.80 (s, 3H). 4.28 (q, 8H). 6.60 
(d, 1H), 6. 80-7. 60 (m. 12H) 

<mmm4 5 > 

t* * i/T -V 4 >>r ht+->A5 g £ r- h 7 b K n 7 
7>9 Om 1 \z®mt^ gfftgffi^Tfcl O'CPJTT- 
15 1. 6 *fr<D n - 7 + «J * A 2 9 m 1 ZffiT L fc 0 1 

1\ 3 - : J* V V =7 y - 2 - / 3-j\,-3L?J\,3LX 

r-;l/5. 9g©th7tKD77>^20ml*H^ N 

2mmmwitL 0 mmwt2 omui^, ist2 o^m 

4:1) -CJtgSlL. 5-T-fef-;l/-3, 4-k*x (4-^ 
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4*0 ft** 

& £ v :©^ 8 0 0mg*x^;-^2 Om 1 t:i9 
L n U > 3 7 6 m g N bX<JS?ylml &;&n*^ 7 B# 
5 fflHil^L^. METS&U •> U 7 

1) -CfiligLx S&l^fB$©fl;&$4 5£2 9 Omg (JR 
?26%) miZa 
<HJSM4 6> 

io * it 014 5 tmffiiz LTmimfcmtit&m* 6 

<&lfef!4 7 > 

3, 4-fcfX (4-^ h^*>7x-;i/) vt*f 
^- 5 - M*2 /<- U > 8 9 6 m g. faT** U 5> > 
15 6 0 2 mg£4 0 TD "C 3 IfrNaifcflU **x*A,l 2 0 
ml-ettl±JLfc 0 tttbft*7kftU il*itlfc^/*S/«> A 

6S«ILT»l*EtOft*»4 7*l. 9g OK* 

20 7 5 %) #*: 0 
<H5£0!I4 8 > 
Hl&#! 2 3 -e»fcfl:^*2 3oa$ 5 3 0 Bg^>* 
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>2 0mll:§iL, a - y >f*3g 3 9 6 m g £ fln>U 
6 0*C1?2I*IH«J* Lfc. Jfc#&. *£ET«llrU $/ V * 

^ = 2 ~ 1 : 1) ^^SLfc 0 ft x h7 t K 

5 n77>:^;-;b : * (10ml :10ml: 5ml) 
fc$#?L> 7K®Kfc#y£A43mg£;ta*U MSTT 3 0 

10 1 ^!2$®{b£$l4 8 £ 2 5 6 m g (JK^54%) 

o 

£J±©^*fe0J 1 -4 8 tcfc^TSSligS ftfc#&HJ!0{t:£- 
15 to 



\ 
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mmmi mm 

5 ik&mi 1 0 Omg 

9L tt 4 7 m g 

F^tD3i/f>^> 5 Omg 

ttl-fe^n-x 5 Omg 

t Ko + J'^DtfAt^D-x 15mg 

10 ^ ;l/ ^ 2 m g 

X77>J>S?^i/H 2 m g 

Jif-;i/-fe;l/n-x 3 Omg 

^^iDJigKr^^ U -fe U K 2 m g 

HRflS**' > 2 m g 

15 l^^t) 3 0 0 mg 

8*1012 m&n 

it&® 5 2 0 0 m g 

"7 > — h - ;U 5 4 Omg 

20 h^€na'>f >y> lOOmg 

ISS-fe;l/D-x 1 0 Omg 

kKD*->^Dt;l/t;l/D-x 50mg 



WU92/196U4 
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±±± \ 1 0 m g 

1 S3 *> lOOOmg 

3 mnm 

5 <k&® 6 2 0 0 mg 

v > - h ~ ;b 5 2 Omg 

h^^D^i/^^^^ 1 0 0 m g 

&H-fe ;bn ~x 1 0 0 m g 

t Kn^'>yof;l/-lr;l/D-7 7 0 m g 

10 i 0mg 

1 S^t) lOOOmg 

15 <t^^8 10 Omg 

?L H 5 0 m g 

^tu^J/f^V 47mg 

ttS-b^D - x 5 0 m g 

* * ' 2 m g 
20 Xx7 'J >%-7:T* A i m g 

1*7**3$ 2 5 0 mg 

5 v/ n v 
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vc&mi is 

%m&m 60s 

5 A'nh'D + ^Ilii^^ 5mg 

t KD^mtS^f^ 5mg 

# ® mm 

10 £ & 10 0ml 

{fc£$J 1 0 1 0 Omg 

15 1 T 2 m 1 

It&m 1 2 1 0 Omg 

^^f-; ^ V- ;bW- 3 5 1 4 0 Omg 
20 (g&jSHIU 7!>iJ>l^&;f7 
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1®%<0 1500mg 

(i) > t u** i/?i---emm.ftm 

5 Jl-kJl i?x-r. f^7 - (Russell J. Taylor ) t> » 
'f * 4" $ # ;l/ (Biochem. Pharmacol. 

) 1_5, 2479-2484 (1976) KfaSfcO 
fc«^KH*fTo fc 0 'tttfcfcs 14 C-77+K>il:t 

(2 ) 5 - U f -tffifcffcffl 

15 ^r^*^ tff- (Kenkichi Ochi ) h > 5? t - ± )\> * 
f '<<i*u VJjjl, y^MJ - (J. Biol. Chem.) 2. 
5_8. 5754-5758 (1983) 
^> i$ ^ £ o 0 "2-£6£ N b <DM&fi \z tj -fcf 

20 M$Htifc, 
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gfflLfco ±C (1) Rtf.(2) ©i*ffc*SJil£s PiT© 

5 * 2 & 
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m & <o m m 

1 TI3-«g^ (1) : 



5 




(1) 



a^to mB0~5^SL, A & — N H — N - 0 - L < 
ttiSS^^^^^o B f± - C (=Z) — N H — , -C 
( = Z ) - (CH=CH) £ -lfcli-CH = CH-^ 

15 2 &5F-r) o Xlim^M^ 1> L < ttUt&H^fc^-f o n 
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n#2XI*3-e^3ttS£g N Y it ®- *> I < it Jgg t£ 
^TCti?,0i$^U n i>< 2 PA±<0 t § Y it / ? U > 

5 m(il~5^^f a ] t?^ $ ft & j y * 4. y 

*0& o 

^y.it^u¥^m^-Q^zm^mi icia®©^ v**u- 

5 A&-nH-ztLitw.m®&'c$ > zn#mi kg*® 

6 b*<-c ( = z) - (ch = ch) i - (zitnmm 

& 0 7 Y# t Kn + i/g, fi^T;l/u ^i/M N {g&7 
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;Hf*itf:&tf-£©:l£ e 

t)s B*<-C (= Z ) - (CH=CH) £ - 
5 m=Pi> L < ttSEmm^^^Lx £ 1*1 *±l*2 

+ io&WlT Jin * i/jj jutf-'ji>jt * ->S£^ 

10 10 RRtfR' ttH— t> L < tt*BMftoT{£|£7^3* -> 

NH-£fcl*ig;&|§&-e& *K B**-C C= Z ) - (C 
H = CH) i - (ZlifMf U< ttaMCMjftL* 
i 8: 1 2 £^1") Yrt<fc Kn + i/g, & 

* + m$L# 1 fcE«©-f 7:**iJ-»/-;Hi* 
&&#*-©£<, 
11 lcE«*©-< y*** 



rci/jry^/uuD/i 
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13 iciasj©^ v^^^y-^ii^^o^^gi 

17 TI2KJ5Xg^ ( i ) - (vii)©^*-*i*fcf63 C £ 
S — j&a; ( 1 ) : 

R mt 



L*.«F. N * nu A, B x X, nfcj;tf YttBufB 
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SJSXM^C (vii ) 



10 




15 [fflU EtmxUR (i) ~ (vii ) 4u R N R' s 

R'\ ms A ' s B " N B " s Xs n> Z ^ I ^ & 'is 
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g ® m 

TJB— tt* (1) : 




10 ito mttO~5*jRU Att-NH-. - 0 - *> L < 

Btt-C (-Z) -NH-, -C 
(=Z) - (CH = CH) & -tfJi-CH=CH-* 

2**1") . Xliltlf H < ttft*^***" c n 
20 *#^/U**^*n ^f*7W7x-ib*ib^* 
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